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20. (Cancelled) 

21. (Cancelled) 

22. (Cancelled) 

23. (Cancelled) 

24. (Cancelled) 

25. (Cancelled) 

26. (Cancelled) 

27. (Cancelled) 

28. (Cancelled) 

29. (Cancelled) 

30. (Cancelled) 
31- (Cancelled) 

32. (Cancelled) 

33. (Currently amended) A method for assessing a compound's ability to specifically inhibit 
JNK kinase activity in a mammal susceptible to or having a neurological condition, comprising: 

(a) incubating said compound in the presence of about 0.5 pg to about 2 pg of purified 
JNK and about 1 pg to about 3 pg of a JNK substrate, under conditions sufficient for kinase 
activity; 

(b) determining the presence or amount of a phosphorylated JNK substrate , wherein a 
change In the presence or amount of Dhos n h orvlated JNK substrate, when compared tQ 
inr.iharino isolated INK with the JNK subst rat e abse nt the comp ound, I* Indicative of the 
com pound's ability to In hibit the JNK kinase activity; 

(r) roptartin g the compound having an ability t o i n hibit J NK activity with neurona l cells 
rr^ferted with a mutated pro te in or treated with a neurotoxin tQ induce apoptQsis r wherein 
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the mutatai n^ m ga npjjsss ™>y°iMtamine stretch-expanrM huntingm Pr c-termlpai iQQ 

^pinn acids of a m vlold pr ecursor protein ; 

Cdj ~rr"' n n tbfi afisuasjifis of *nonto*s in the neuronal ceils in the presence of the 

rnmnound with the "rci.rrence o f fr nnnrc-sls In the neuronal cells In the absence of the 
_,nri. wher^p rnmnnund h a v ing an ability to Inhibit the JNK act i vity has the ability to 
prpx/pnt neuron^ cpII rigath wh»n th* occurrence, of apoptosls In the neuronal CdlS |n the 
pr^nc* of the ^m pnnnri * less £hag rh» occurrence of aoootosis In the neuronal cells In the 
absence of the, compound; 

{fi)fe> administering to an animal said compound under conditions sufficient to allow for 
proper pharmacodynamic absorption and distribution thereof in the animal; 

£fl{d} harvesting a neuronal tissue sample from the animal and 

(g)f e} determining apoptosls in the tissue sample; j 

correlating the results of steps idtfb) and Xgtfe} wherein a decrease In apoptosls 
in the neuronal tissue sample, when compared to apoptosis in a neuronal tissue sample from an 
animal not administered the compound, as determined In step £gl{e}, and where|n the 
occurrence of annntosis in the neuronal c pHs In the presence of the compound is less than the 
occurrence of »nontnsl s in t h » neuronal cells in the absence of the compQMPd a dccrcoso i n the 
presence or amount of the phosphory l atcd JMK oubstratc, when comporcd to incubating JNK 
w i th the JNK substrate absent the compound , as determined in step £dJ.{fe}, taken together, 
correlate to the compound's ability to specifically inhibit JNK kinase activity in a mammal 
susceptible to or having a neurological condition. 

34. (Original) The method of claim 33, wherein JNK is JNK1, JNK2 or JNK3, or combinations 
thereof. 

35. (Cancelled) 

36. (Cancelled) 

37. (Cancelled) 

38. (Cancelled) 
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39. (Cancelled) 

40. (Cancelled) 

41. (Cancelled) j 

42. (Cancelled) 

43. (Cancelled) 

44. (Currently Amended) The method of claim 33, wherein apoptosls In step £gXe} Is 
determined using a TUN EL assay. 

45. (Currently Amended) The method of claim 33, wherein apoptosls in step igXe) is 
determined by administration of y- 32 P-ATP to the animal and detecting the amount of 
phosphorylated c-Jun in the neuronal tissue sample. 

46. (Currently Amended) The method of claim 33, wherein apoptosis in step £cQ<e> is 
determined by Hoechst 33342 staining. 

47. (Previously Presented) The method of claim 33, wherein the JNK substrate of step (a) 
includes c-Jun and a phosphate donor. 
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